This review assessed the efficacy of drug treatment for generalised anxiety disorder (GAD). The authors concluded that drug treatment, particularly with benzodiazepines, is effective for the short-term treatment of GAD. Poor reporting of review methods, along with a lack of detail on individual studies and study quality, make it difficult to assess the reliability of the authors' conclusions.
Assessment of study quality
The authors stated that methodological and clinical aspects of the studies were assessed using a coding form. It appeared that criteria on which the studies were assessed included double-blinding, drop-outs, intention-to-treat (ITT) analysis and sample size, since these criteria were used in sensitivity analyses.
Validity appeared to have been assessed using a coding form, but the authors did not explicitly state how many reviewers performed the assessment. However, inter-rater agreement was reported; this suggested that at least two reviewers performed the validity assessment.
Data extraction
The data were extracted using a coding form, but the authors did not explicitly state how many reviewers performed the extraction. Inter-rater agreement was reported; this suggested that at least two reviewers performed the data extraction. The data were extracted on an ITT basis where possible.
For each study, effect sizes were calculated for each assessment scale using Hedge's g with a correction for small sample size. The methods used to calculate effect sizes using the various forms of data reported in the studies (such as odds ratios, change scores only and tests of statistical significance) were described. For studies examining more than one drug, data were extracted separately for each comparison. For studies with multiple dose treatment arms, data were extracted for the dose showing the highest effect size. Where studies published in recent years did not present sufficient information to calculate an effect size, authors were contacted for additional information.
Methods of synthesis
How were the studies combined? For each outcome measure, the studies were pooled in a meta-analysis using a random-effects model, and a mean effect size (Hedge's g) was calculated. A correction for effect size distribution was done for all studies, for each assessment scale, by excluding outliers (defined as 2 SDs smaller or higher than the unweighted mean). The fail-safe N was calculated. Publication bias was assessed using a funnel plot.
How were differences between studies investigated?
A sensitivity analysis was conducted by repeating the analysis after excluding all studies not presenting means and SDs, and by repeated meta-analysis using a fixed-effect model. Heterogeneity was examined using the Q-test for homogeneity of effect size, and by repeating the meta-analysis after excluding the most extreme effect sizes. Effect sizes were also calculated for baseline data from studies reporting means and SDs. Multiple regression, (adjusted for diagnostic criteria, fixed or flexible drug dose, analysis of completers or ITT, drop-out rates and sample size) was used to assess the difference in effect size between benzodiazepines and azapirones. The influence of the following moderator variables on results for anxiety were examined using regression analysis: sample size; completers versus ITT analysis; fixed and flexible doses; diagnostic criteria; and drop-out rates. In addition, assessor-rated outcomes were compared with self-rated outcomes.
Results of the review
Forty-eight (double-blind) studies were included. It was not possible to readily calculate the number of participants, since numbers were reported for each comparison rather than for each individual study.
Inter-rater agreement for the coding of extracted data was no lower than 0.5 for any variable; the overall rate was 0.75.
The funnel plot showed asymmetry, thus suggesting the possibility of publication bias. The fail-safe N was 42 additional studies.
There was no significant difference between treatment and placebo groups at baseline for anxiety (g = -0.06) or depression (g = -0.06). 
CRD commentary
The review addressed a clear question that was defined in terms of the participants, intervention and outcomes; inclusion criteria for study design were restricted to a minimum sample size and the inclusion of a pill-placebo comparison group. Two named electronic databases were searched, but there were no details of the journals searched or how secondary sources were identified. Attempts were made to locate unpublished studies, thus reducing the potential for publication bias; the authors used appropriate methods to assess its presence and found evidence suggesting its presence. The restriction to studies published in either of two languages might have resulted in the omission of other relevant studies, a possibility the authors discussed. The methods used to select studies, assess validity and extract the data were not described, so it is not known whether any efforts were made to reduce reviewer errors and bias, although it appeared that such methods were used in the data extraction and validity assessment. The authors also apparently assessed validity since the influence of various methodological criteria on the results was examined. However, since the quality of the individual studies was not reported, it was difficult to assess the reliability of the results.
Very little information on the individual included studies was given, and the designs of the included studies were not explicitly reported. Statistical heterogeneity was assessed and the studies were pooled using meta-analysis; without adequate details of the individual studies, the appropriateness of pooling studies cannot be judged. The heterogeneity shown for the meta-analysis of clinical response was not explored, although some potential reasons were discussed. The influence of various methodological variables on the results was examined. Comparisons between benzodiazepines and azapirones, although adjusted for various factors, were based on indirect comparisons and the results may not be definitive. Incomplete reporting of review methods and the lack of details on individual studies and study quality make it difficult to assess the reliability of the authors' conclusions.
Implications of the review for practice and research
Practice: The authors stated that in view of the potential for addiction and other adverse effects, benzodiazepines should be prescribed for short-term use only.
Research: The authors stated that future research should consider adequate double-blinding, assess outcomes using a questionnaire in addition to the Hamilton Anxiety Scale (such as the Penn State Worry Questionnaire), and assess quality of life.
